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Pages 48842-48843 [FR Doc.99-23228]

Preamble: The international Society for Clinical Biostatistics
The International Society for Clinical Biostatistics (ISCB) was founded in 1978 to stimulate
research into principles and methodology used in the design and analysis of clinical research
and to increase the relevance of statistical theory to the real world of clinical medicine.
Membership of the Society is open to all with an interest in biostatistics, The Society has a
standing subcommittee on statistics in regulatory affairs and has commented on a number of
international regulatory guidelines,

Comment on the Guidance for Industry
The ISCB welcomes the opportunity to comment on this document. If it is accepted that
population and individual bioequivalence are important regulatory concerns then many of the
recommendations seem sensible. However, the ISCB has some resewations as to the
importance of these topics in the regulatory contexl as set out below.

1. In the view of the ISCB, bioequivalence is never an end in itself but merely a means
to an end. By permitting registration on the basis of a reduced programme, it
minimises the number of trials that need to be performed and the cost of
development. This is in the public interest because i) it increases price competition in
pharmaceuticals ii) it reduces experimentation in current patients iii) it frees resources
for further innovation.

2. In the view of the Society the only universal regulatory standard is that of
prescribability.

3. To the extent that additivity of treatment effects is assumed to apply, prescribability
can be addressed by average bioavailability.

4. The further (beyond average bioavailability) requirement of population bioequivalence
may only be an appropriate regulatory requirement if the route of administration of the
test product differs from that of the reference. In particular, where the test product is
delivered in a higher dose than the reference with the expectation that a lower
fraction will be absorbed, thus producing equivalent average bioavailability, it is
plausible that variances might differ. In other cases, where, for example, a simple
generic copy of an existing formulation is being produced, it may be unnecessary to
require population bioequivalence.

5, If, on the other hand, the concern about variability is due to worries about
manufacturing quality, this is best seen as a quality control problem. Such concerns
should usually be resolvable using in vitro studies.

6. It may be questioned as to whether individual bioequivalence should ever be
required’ as a condition of registration for the following reasons



1. If two formulations have the same marginal distributions, the probability that a
naive patient will have a bioavailability within acceptable limits will be the
same whichever formulation is used.

II. If two formulations have the same marginal distributions and a patient with a
currently acceptable bioavailability is switched from one to the other, the
probability that the patient will have a new acceptable bioavailability is higher
than the probability for a naive patient being treated with either drug for the
first time. Yet, this probability must be acceptable, else the drug could not be
registered in the first place.

111.It is currently the case that two formulations of the same drug maybe
registered by free-standing dossiers, There are cases where different
manufacturers have done this and compete in the same market. It is then
possible for physicians to switch from one formulation to the other despite the
fact that not even average bioequivalence has been proven. There is no
contradiction in this provided that the key standard is seen as prescribability
and it is accepted that prescribability may be demonstrated by one of two
methods: either a full development or bioequivaience. This implies, however,
that individual bioequivalence is not relevant to the requirements of
registration. If it is to be addressed at all, it should be a Iabelling issue
covering a further claim that manufacturers may wish to make.

IV. Either the situation that two formulations are equally prescribable but not
switchable will not occur, in which case the proposed guidance will add
unnecessary costs to bioequivalence, or it is possible that a formulation may
be denied a ticense despite equal prescribability. In the latter case a
formulation that would be equally acceptable to naive patients wouid be
prevented from ever getting a license. However, the majority of patients at
any one time might be naive patients for whom the requirement of
switchability would be of no conceivable interest.

7, Thus, the position of the Society is that there should be no requirement to prove
switchabiliiy unless a generic or other manufacturer wishes to make a particular claim
that patients may be switched from existing formulations to new ones at no risk. Since
such a claim would be a separate issue as to whether a drug should be registered or
not, it would not make sense to have a single test for bioequivalence incorporating
switchability. Prescribability would be established as a separate exercise and in order
to make a further claim of switchability the sponsor would be required to show that
the relevant component of variation was small.

8. The Society resewes its position, however, as to what exact form of statistical
approach is indicated where, due to a change of route of administration, population
bioequivalence might be a desirable goai, The technical properties of the FDA’s
proposal need more careful consideration and other possible approaches, for

- example using explicit loss functions, need to be considered also.
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